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independent from glomerular filtration rates is of consider-
able interest, as elevated resistin levels in various other
disorders have been associated with both inflammation as
well as malnutrition.3–5
Taking into account that inflammation has been closely
related to malnutrition and in particular to protein–energy
malnutrition,6 one may assume that there is a relationship
between inflammation, plasma resistin levels, and protein
malnutrition in hemodialysis patients and in patients with
chronic kidney disease that is yet to be clarified.
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We thank Fagerberg et al. for their contribution to the
growing body of evidence refuting a causative relationship
between the protein resistin and insulin resistance in
man.1 Indeed, resistin was first described as found in
inflammatory zone (FIZZ)-1, indicating its structural
similarity to several other proinflammatory cytokines.2
Indeed, resistin is expressed mainly in immunocompetent
cells such as leukocytes, and not in adipocytes as had
previously been thought.3,4
Given the fact that even a mild renal function
impairment is associated with a chronic low-grade
inflammation5 and a markedly increased risk of cardio-
vascular death, it is not surprising that the patients in the
study of Fagerberg et al. displayed increased resistin levels
that were also correlated with serum creatinine, C-reactive
protein, and leukocyte counts.
Taken together, we believe that this study further
underscores the relationship between decreasing renal
function and increased risks of inflammation and cardio-
vascular disease. Resistin is one part of this complex, where
we are still looking for a unifying mechanism and an
effective therapy.
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To the Editor: Tissue lanthanum concentrations in the paper
by Slatopolsky et al.1 are similar to our own and others’
findings,2 but have been interpreted very differently.
Comparisons with ‘untreated’ controls are used to highlight
‘marked’ and ‘striking’ increases in deposition in nephrecto-
mized rats, including a 98-fold increase in liver concentra-
tion. When the appropriate comparator is used (lanthanum-
treated rats with normal renal function), there is no statistical
increase in bone and kidney concentrations in the uremic
animals, and only two- to three-fold higher liver concentra-
tions after 15 weeks of treatment. This is entirely consistent
with the absence of any effect of renal failure on systemic
lanthanum exposure3 and a small (two- to three-fold)
increase in first-pass liver exposure, as reported recently for
this uremic model.2 Although tissue concentrations increased
over time (termed ‘progressive accumulation’), their study
was too short to fully reflect the tissue kinetics of lanthanum,
and longer-term studies suggest achievement of steady-state
conditions (Figure 1). Although a maximal dose of
lanthanum (3% (w/w) of diet, 15–22 times the human dose
of 3 g/day)1 was administered for as long as practicable in a
nephrectomized model (limited by death owing to renal
failure), lanthanum concentrations were still only at trace
levels (o3 p.p.m.). As the natural liver concentrations of
other lysosomally transported metals such as iron and copper
are up to 2007 and 55 p.p.m., respectively,4 there would
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